The current study examined the relationship between a prognostic indicator of vascular health, flowmediated dilation (FMD), and working memory-related brain activation in healthy middle-aged adults. Forty-two participants underwent functional magnetic resonance imaging while completing a 2-Back working memory task. Brachial artery endothelial-dependent flow-mediated dilation (FMD) was assessed using B-mode ultrasound. The relationship between FMD and task-related brain activation in a priori regions of interest was modeled using hierarchical linear regression. Brachial FMD, was significantly related to reduced working memory-related activation in the right superior parietal lobule (b = 0.338, p = 0.027), independent of age, sex, systolic blood pressure, and full scale IQ (F(5, 36) = 2.66, p = 0.038). These data provide preliminary support for the association between a preclinical marker of endothelial dysfunction and cerebral hemodynamic alterations in healthy middle-aged adults. Considering the modifiable nature of endothelial function, additional investigations on the prognostic significance of FMD on future cognitive impairment are warranted.
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Introduction
Dementia currently affects over 24 million people and its prevalence is anticipated to double over the next 20 years (Qiu, De Ronchi, & Fratiglioni, 2007) , making it one of the most significant and prevalent emerging public health issues. As successful treatments for dementia are lacking, identification and management of modifiable risk factors are essential. Recent reports suggest that vascular etiology contributes to over 50% of all dementia cases (Breteler, 2000) . Atherosclerotic processes have been implicated in the pathogenesis of Alzheimer's disease (Roher et al., 2003) and greater arterial stiffness has been recorded in individuals with dementia than in age-matched healthy controls (Hanon et al., 2005) . Given that vascular risk factors for dementia are potentially modifiable, it is of utmost importance to find an efficacious method for identifying the early signs of vascular deterioration and their impact on cognition.
One promising approach has been to examine cardiac factors in relation to cognitive performance and brain structure integrity in non-demented older adults with cardiovascular disease (Gunstad et al., 2005; Haley, Forman et al., 2007a; Hoth et al., 2007; Moser et al., 2008; Paul et al., 2005) . Using this approach, clinically significant levels of atherosclerosis and peripheral endothelial dysfunction have been associated with poorer attention-executive-psychomotor performance and greater white matter damage (Forman et al., 2008; Haley, Sweet et al., 2007b; Hoth et al., 2007) . While these studies have helped to elucidate the relationship between vascular health and brain function, their findings were limited to elderly adults already suffering from cardiovascular disease and exhibiting signs of vascular cognitive impairment. Considering that our best defense against dementia is prevention, it would be ideal to identify vascular markers that are associated with cerebral alterations in younger, healthier individuals.
The key challenge was to identify a vascular marker with prognostic significance for future vascular dysfunction. We chose to focus on endothelial function since it is considered an overall indicator of vascular health (Vita & Keaney, 2002) . Vascular endothelium plays an important role in the maintenance of vascular tone and prevention of atherosclerosis by inhibiting leukocyte and platelet adhesion to the arterial wall (Brunner et al., 2005) . More importantly, endothelial dysfunction is evident before the development of clinically-defined atherosclerosis (Vita & Keaney, 2002) and is considered a pathogenic factor in the development and progression of cardiovascular disease (Perticone et al., 2001 ).
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